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Monoclonal antibody against growth factor receptor, esp. c -@erbB@- 2 - 
prepared using human cancer cell soluble extract as immunogen, useful 
for diagnosis and therapy of adenocarcinoma, esp. mastocarcinoma 
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Abstract (Basic) : JP 07059588 A 

Monoclonal antibody to growth factor receptor is prepd . by using 
soluble substance of human cancer cells as immunogen. Also claimed is 
the c-@erbB@- 2 monoclonal antibody which reacts specifically with c- 
GerbBQ- 2- related protein and produced by a hybridoma formed by fusion 
of mammalian bone marrow cells with mammalian immunocyte immunised 
with culture supernatant liquor of human mastocarcinoma cell strain 
SK-BR-3 . 

USE - The antibody reacts specifically with c-@erbB@- 2 related 
protein and it is useful in diagnostics and as an anti-oncotic for 
therapy of adenocarcinoma partic. mastocarcinoma (claimed) . 
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1 

c t t-r zmtm? u± -izm? j 

[»*3S2] thajSJffllfa^SK-BR-3©iSS±ffl 

©B*&{c«k9iBfi£$n*:/W:/'J H-vlcJ;DS43n 
c - e r b B - 2 WffiSaKKft&WKKJfc-rs £ £ £ 
ft® t TSfi c - e r b B - 2 * / £ D 
imXms] A-fyj H-VGFD-OA-p 1 8 5- 
1 (ISlWB^Sgl 220 6t) -C»5K*a2g«© 

[»#« 4 ] 2 fcfB«©Jn#£!&a&ft t LT^ 

[StsfcS 5 ] fjt*« 2 KS2«t©ft#£&fl/iK#i bT$ 

[0 0 0 1] 

ftSWICtec -e r hB-2$m&&'&\ZttT 
[0 0 0 2] 

fc££T#s«k3fc:#arras r est, «bisik*ks 
mmtfomznzm'eiwvtevim&nz. mz, gsg 

#H?D5">*^— ±&8Bli&fi£fiH7- (ep 
Idermal growth factor, EG 

f> tKEGF©g«# iimm-r&mm 

bB-2figf [Yamamoto. T. , et. a 
1 . . Nature, 3 1 9 , 230-234 (198 

6) ] <D&m&r?mvn?$>%v 1 8 5&e?i& a-*© 

«»?lJWB»6nT*0. ftlcUJS^tCii&^Oc-e 
r bB-2Jfife^©ii«a*tSJje)P,nTV^. *&» 21© 
c - e r b B - 2Se?©JMBStttf. *©]g!J®. Wfc 

&rofcA»ffi£3ttT 

H5 [SI amon, D. J. , et a 1. , Scl 
enc e, 2 3 5. 1 7 7-1 82 (1 98 7)]. 
[0 0 0 3] c-erbB-2f{sfli t>/^l;i 
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2 

0 EGF u-fe:/*-»e?&«H©«ifc8:3»e=Pi 
btfE.a£*l [Semba, K. , et a 1 . , P r 
oc. Natl. Acad. Scl. U. S. A. , 8. 
2, 6497-6501 (1 98 5)]. Nfcig©^ 

7--i>\Z-%htiffi$.ft$>*). SfcEGFkt^-tffl 
75/«BW0*Htt*U4XiK<, HttoHr:/* 

1*3 F*-T S'IMHD©**— if F^-f >t C*«©Mffli H 

io *'f>fc«fcOfc0. 19*1*73 /B&eaifc*v»-r;. eg 

F W-fe^-O*^— tf K*-f >t 8 2 36©!SSV>ffi|^tt 

^>ssa*. *n-enEGFc«i6rr*ttBfc««F*n 

TV>*. c-e r bB-2«firFtt«M>/t-jf 

e©5J-filbfc7y r*©%fi&?n e u [Bargman 
n, C. I., et a 1 . , Nature, 3 19 , 
226-230 (1 98 6) ] ittHfbWK, Bt7»; 
Hr*Stt-5n e utfc r-C^tt-Sc-e r bB-2t 

a? »*, ncs^cttisTViSfeo&nifcsnfc. sic. 

c-e rbB-2li»fl)Jtl8 5kdffl^3©1$S 
»&*>/X*KfcUT«ffl3*U 73 /&©-&#» 

e^ss nfc^fi i40kd<to*^o*€tsct*> 

e., «W©»au&*>/^KT*Sfc»fr£*lfc [A 

klyama, T. , et a 1 . , Science, 
23 2, 1644-1646 (1 9 8 6) ] . -tUT, 
£©*>/1^Ktt&t& , m'3fc:*5V>T, ^DXcfffttt 

[0 0 0 4] c-e r b B - 2 ©^StSBStt (h9> 
30 At© H^Tte, 77HDneuIfi?©h 

? >7> 7 AfStttf, «WWiHH«fc&3K— 3©« 

S#Sn5t>©T*5^t*^e»*^Cft:D [Bargm 
ann, C. I., et. a 1 . , Cell, 4 5 , 6 
49-657 (198 6)], I©CtMc-e r b 
B-2C&wrfe % #J&r&6 5 9 #§©75/16^ 

tne ufi&?£HttlC. N I H 3 T 3 8BBSl£2t'3"<5 r* 

7>x7*-^**«»"r*t«eanTv»a [di- 

40 Flore, P. P. , et a 1 . , Selene 
e, 2 3 7, 178-182 (1 98 7)]. C 

*sg©iM m h * -r > £*n t *s a ** \z z. -s. t 
Ate«si^u#s. hk. ±taM^s*<*irr«t, c 

-e r bB-21iJ;0^!Vih5>X7*-AiB®S#-r 
Jin^©h7>X7*-A|g*®#L 
fc^Ttt, li-fntc -e r bB-2^>/^S©fo 
-»'J >iftStA»i#UT*0 [S e g a t t o, 
O. ,et a I. . Mo 1. Cell. Biol., 
50 H, 5570-5574 (198 8)], c-erbB 
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T»ZZ\t. Rt^SlCtoT^fieTft-rsci:*^ 

[0 0 0 5] Vii-O0ffiMtbtli m&=?<Di®ffi 
**55*.S>ft-5„ t©ACt?^TI4. SV4 O^d*-* 
-C^W;c-erbB-2ll NIH3T3£h? 
>X7*-AT5?£tt£JS;fc&^)&*, N I H 3 T 3 MS 
«t , -e^A$nfcSV4 0^Dt-^-t3€rc-e rbB 

- 2se^®«ia£jS;iu ^ofgs*t±#-r^tN i io 

tea*. ZOZtfrZ. c -e r bB- 2©&^f8Si 

[Dl-Flore, P. P. , et a 1 . . Sci 
ence, 23 7, 178-182 (1 9 8 7) ] . 

[0 0 0 6] c-e TbB-2<Dthmz&ttZ>m&f■ 
mmz■^\,*X\t. SS5ta«5^^tbfcl®lSt*^ 

t, u «u ttjte^iigros* e. n$ n twm&z nx 

[Yokota, J. , et a 1 . , Lance 
t_I_. 765-767 (1 9 8 5) ] . AJBICO^T # 
tt. t h«K2:9IJSAJlE<E>fifgnBK:. c-erbB- 
2CDJte : fliifi|*m«)^n-5e:t [King, C. 
R. ,et al. , Science, 2 2 9. 9 7 4 
-9 7 6 (1 9 8 5) lYamamoto, T. , e t 
a 1. , Nature, 3 1 9. 2 30-234 (19 
8 6) ] t, 0t*Ttt&8mfc£ft0fft>&a— :r? 

©tJ^T. c - e r b B - 2&£TC!>ttftrot£.&n. ■* 30 

©#<kHWSua\ wiena^ lifts©® 

HJIta^lgSnTVi* [Slamon. D. J. , e 
t al., Science. 2 3 5, 1 7 7-1 8 2 
(1 9 8 7) ; Kr au s, M. H. , e t al. . 
EMBO J. . .6, 605-610 (1987) ; Z 
bou, D. ,et al., Cancer Re 
s. . 4_7, 6123-6125 (1 98 7) ;Vij 
e r, M. , e t a 1. , Mo 1. Cell. Bio 
1 . , 7j_2 0 1 9-2023 (1987) ;Guer 
in, M. ,et al. , OncogeneRe 40 
s.,3.. 21-31 (198 8) ;Ali, I. 
U. ,et al. , Gene Res., 3^_ 13 9 
-146 (198 8) ;Tal, M. , et al., 
Cancer Res., 4_8j 1517-1520 

(1 9 8 8)]. ^mz^xhmm^>ifi^tsm.om 

httTc-e rbB-2ae?©JMBfc*WU 10^ 

lifroit [Tsuda.H. ,et al. , Cane 50 
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4 

e r R e s . , 4_9_, 3104-3108 (198 
9) ] . 

[0 0 0 7] &±©£5£»&©*Ti!r4rett> c - e 
rbB-2? ftlctfrsftfti*^/ 9 a—1-MK 

[Masuko, T. , eta 1. , Jpn. J. Ca 
n c e r Res., 8 0, 10-14 (198 
9) ; Y am a d a, Y. , et al., Jpn. 
J. Cancer Res., 8J0 , 1192-119 
8 (1 9 8 9)], c-e r b B - 2 
^-TSSifctL-TfK MAtfc-e r bB-2®GT© 
C*®«i«£&I$T5>PJ?D-:^«#. pAbl 

(T4 8 8 1) [MJ r->A , 'f:*lMX>;**rJ4 (Tr 
iton Bioscience Inc. ; A 1 am 
eda, CA) ] ^. -if K*-Y >*BBW*#U 

D-^gift: A b - 1 [*>ny->t-fl>XtiJ3 

(Oncogene Science Inc. :Ma 
nhasset. NY) ] c-e rbB-2©«JiS 
^K*^>£SITfa*/#n-:*-;l,£tft:. SV2-6 
1 T [-^U^m^ttM (N i t 1 r a i Co. : 
Tokyo, Japan) ] §««a^nTM. 

[0008] 

& mz&mtD&mtfemz&^T. ztxtmmom^ 
/ t?u-i-)itii#iRU*<Dmmij8i*mmTz> z. tick 

[0 0 0 9] t MLffilffllfittcSK-BR 

^©#auffl8at©Bt^«c«tD^$nfcA-i"/u h-v 

K«fcDg£i*n. c-erbB-2»IieRI:^W 
KSfc-r-SSic-e r b 6-2^/2 D-:r\)W*t#£g 

[ooio] mz*mw\m®. mz^mnmftmas- 
fewmttmm-z z. t*bmt bxv>*. 

[0 0 11] #SgS»mSfi. ±KBW*^«iterfS*S 
fcfc«S*v bh«i8BJia©pISifc^**«ttJStlxTfflV» 

t ML3KJffl8a«n?&-5 S K- B R - 3 m&fr e±E*ffi 
KftoTffic -e rbB-2 ; E;i7D-tM#S^5 

[0 0 12] 

[KS&sp*-r^fc«f)©¥S] *«WKin«, th« 
zmmm? v^9-\znt^j * o-:*-;i^#©gt 

i§£&. fttft hfl.«8BBa«cSK-BR-3-e^Sbfc 

«asi^©^jaEaBgat'ttas!i!8j©#Miaiijat©i8!-&fcct 

D»)San&M^J H-vlciDS^nc-e r b 
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(4) 

5 

b - 2 wasesfc^swtEi&^-s t. &4$&t-r* 

gtc-e t bB- 2*/ i/a—i-)lffly!)m&-2nz>. 
[0 0 13} *fc#89IK:<kn«. /Vf 7'J H-T*?G 
FD-OA-pl8 5-l «SXWS^1 2 2 0 6 
^) T$5±EBSic-erbB-2 ; E/i' O- 

[0 0 14] *%Wttmt. c-erbB-2HIIS 
[0 0 15] £TF. ?O-±Jl4Mt0Kfi 

[0016] *%wtn.fr<Dmmit. ±m<Dmythmm 
tux, ^©tett-)g«^y^o-:^MK#©gjt;£ft 

(epidermal growth factor 20 
r e c e p t o r ; EGF R) , -f >X 'J >«f£fiHT 
W-fe^- (IGFR) . jM4Ka*f££H?l'-&:/?' 
—(platelet-derived growth 
factorreceptor) , n D ~— ffl&M? 
(CSFR) ^*ta^Sn-5. 
[0 0 17] ^SSWStc-e rbB-2t;j'a-tJP 

fcjJ>©-7J©&*8IIE (ftfttttt) tbxit khfttttt 

5. ££TfflV>5n5SK-BR-3ffflia«&*lT2& 

3> (ATCC) lC^I6$nT^S [Havel, R. 
J., et a I. , J. Clin. Invest., 
3 4 , 1345-1353 (195 5) ^#88] . 
[0 0 18] ±eSK-BR-3m®^ngfc*£fttt 

*jrr*!l£*»T*a [fll*tfHan f 1 and. 40 
P. , Chem. Phys. Lipids. 1 5 . 1 0 
5 (197 5) ;Hanf land, P. . Chem. 
Phys. Lipids, J_0, 2 0 1 (1 9 7 6) ; 
Kosclelak, J. , Eur. J. Bioche 
m. . _3_7, 2 14 (1 9 7 8) ^H8] . 
[0 0 19] tt&fel*. .fcOAttftKIS. nfittlMBtt 

3Lm<to<DiznmM&mm iinmm tom^m® (h 

yb r i doma) fcffrfcU £tt«J:0c-e rbB- 
2K3geH£^TSBrS«i#££g-r£*-n>£ 50 
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6 

K?-D>owii:iDSairpfr6. 

©iSSifgfc^ttT^XK*©^®©*)©^-?-©^ 
A#^>^:*>£&?PVF^:7^-&av>tt:/rJx 

[0 0 2 0] ±CT^B®«££»TftttttR. IP 
SK-BR-3fllB®i?&{bft?^2n«ilMLM 

[0 0 2 1] ±G££fr»Tffl»&tt«&#&LTI£. 3 

ioamsnfcgeK (7*#u-x«&im #£bb6 

1 -6 1 3 50 §©B*. # U »J 5». # 'J f 

[oo2 2] £.fcmGtmtvx\z, rnnt<o9(mwt& 

F, Xi^^-H^tF, 7x#7)l-xt:H^<DllBJteK 

S-a-S. 0y*.fcfN, N' -o-7i-V>^HS 
H\ N. N' -m-7i-U>^VHSm^l' 
•fSFfceifc. 75/S£5 1 *-;VSt£9HSite^$« 
•5. «il^^vH5l { '<> , /'f*-N-tHD+-> 

N-t FD^v'X^^W 3 FXX5\>Mg. 75 /S£ 

#jw?*5';wtfcfc75 Fis-&3tt*a«©'*7>Fis 

^^->^*>»U#v-f 5 N-X^-N' 

75 7AMy-f 5 F, 1 -X^-3-S?-f V^ntf 

jU7sy*;i'^t fu+vx^vWs HixfM^ 

tt. 73/*fc*JW«*5'Si*75FI8ftJStt*a* 

Sfcp-5?7Vf=0A7x:irt#»*©5>7 % /=*>A7 
'J -/kfc.M*>ftS&Xtt<Z>'<:/? L FIS^fiKKJ&tt 

^KHIt L-T&fflliJtBTfi&S. 
[0 0 2 3] ftftB. 09A«T«7XSWfctDi¥^-rn 
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7 

«. ±Efc#ffiH££g&jg*^ry>Kg®ffi (pb 

S) ^£Sfc£*t3-C^fc«£»C:j&i?U mmizz*) 
ffi^07v?a/\->ht#fflUT> «««b®)tC 2—1 40 
ftfc&HJ&^b-. tt8#filPttl 00~500/ig/"7 

aiiStUTtt. ±ge&*Sift#©®3B&fc$mLfclI*81 

ffisnsaiMa. mz.tt.tmvito.m (fcs) ^*#tf 

a#W^ffl««!. A^«ICtt5%FCS^JnRPMI 
- 1 6 4 0 i§«S^»CT«S^. 10-100 fgfciSfig t 

[0024] ±i3^g«a)iat»-&$n5^©s«iBt 

a*©t>©, W^.tfp3/X6 3- Ag8 (X6 3) 
[Nature, 2 5 6, 4 95-497 (197 
5) ] > p3/X63-Ag8. Ul (P3U1) [C 
urrent Topics In Mlcroblo 
logy and Immunology, 8 1 , 1 
-7 (1 9 7 8)], P 3/NS I - 1 -Ag 4 - 1 
(NS-1) [Eur. J. I mmu n o 1 . , 6, 5 
1 1 -5 1 9 (1 9 7 6) ] . Sp 2/0-Ag 1 4 
(Sp2/0) [Nature, 27 6, 269-27 
0 (1 97 8) ] , FO [J. I mmu no 1. Me 
th. , 3_5, 1-21 (198 0)] Srt>5y MCfc 
tt£2 10. RCY3. Agl. 2. 3. (Y3) [N 
ature, 27 7, 131 (1 9 7 9) ] 3¥©#SiH 

[0025] ±&%.&mmtmmsimmm!&t<DM&E 

&»©#}£. ^X-tiT-f^X^OB (Mils 
t e i n) ©?jj£ [Method in Enzymo 
logy, 7_3. 3 (19 8 1)] ©fc^DTfffc^ Z. 

&fe'MM. 0HAWJi?l'>i"J3-;i' (PEG) . 

■fe>^'f £<f/l* (HVJ) ^©#«ETK, &«©£& 

^tt>T#5. £fc, «&*aa (mfm&) tzzum 

am&i©&fflH:tt. a#©7j8;i£fcDfc<, 

HiBBaiBaeiiai'^bT^SHsas^ 1 ~ 1 o mn&m^ 

5©*^ST*-5. BS'&Ej£l$©i§tf!iL-Ttt, J&R«ffl 

saiiiBB)ia©i@«ifcii«fieffl$ns#a©*)©. w*.«r 

PM I - 1 6 4 OigJfi, MEMM ^©^©smbs 

mntmyitiim (fcs) ^©iwii&i££ifev>Ti5<© 
a*, ±gas%rtT<fc<S'&u ^»3 7t:efiicinjia 

bfcPEGSE m«TO^r?S1 0 0 0~6000 



5) 4$B8¥7-5 9 5 8 8 

@ffi©t>©£. ffi^tgififc«53 0~6 0w/v%©J8ffi 
T?in^.Tiiif-&-a:.5e:t»cJ;r)ff!4t)n^. aft. 

[o o 2 6] 6n«ffiao/w^u f--7©#83«, 

S«©SSiJiStf!, W^«HAT««& <fc#*tf>^>» 
75/7 r 'J>R^5^>S:^tr««) TigiTrSIlt 
(CtDfrfrbftS. KHATJ&jfiTOiggtt, awt-r 
JO fcA^'J H-v6W©8B)fi (*Bi£8IJi&^) jWEttT 

[0 0 2 7] BW«tfrK*tt©^tt. 0S*.tfEL I S 
Aft [Engval 1, E. , Meth. Enzymo 

1. , 7_0_, 419-439 (198 0)], 
ife, X#ybi£, *i?*n-- (Ouch 

terlony)j£, 93>*-f k>J7vt-i (R I A) 

ttR&D^-^&fT, 183 0-5 3K. BBfn5 7^ 
[0 0 2 8] *<l/TH5n5c-erbB-2HII 

-y:7uf-vij, ffl^©jgiaT«^i&«-rs^t*^ 

A-f^U K-V*>S©#8$^y?n-^;WK#:©£Bl 

#5©CSUTfe0, &*©#&«:, tt#<D±&£M\z 

[0 0 2 9] #58i8fi#tt. m&*]fflbT, 09*.tf& 

40 ^SlCtO, c-erbB-2Hliee&(8fiIOl$ 

[0 0 3 0] #»MK#©?ijfflK.J:n«. 
©c -e r bB-2WSgBH£, &&EJfcl::«ktm& 

V>Y-1 V?&\ZZ.Z>?=?*4 k./7v*.4 (R 

i a) . ^^si^ft (el i sa) . %.mm&* 

50 -t7 7D-^?f©fi*l;*%ifiift^Stt5*. 
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9 

tt. £'i>#f8&, E£tfcJK#>£UAU (Laemral 

1) fc£©gSri£«;:»«S1*-fcf£. £©Efc»i5S8i£fll 

i i on&<Dmm.~cRfo-£&. #U7?y»7s 
Hy;n&ffiofeSDs-3p»j7i"j^75 ny^m&fc 
Id (sds-page) Sff*5J:t{r«fcO, *f89i© 
fift tft&WKKfc-rs c-erbB-2 WagSSI© 

[0 0 3 1] ±|2^Si*fci5^T^tL,Ttt. 

[0032] #5PJiSi#©g»!t£bTtt. y;v^7 

[ J 5 S] '^f<f>, ' 2 5 I. 1 3 1 I, hU^tf 

A»©fl*tt*K**t*tf 5*1*. BMWMfctt. 

f£*.««fcH [Nature, 1 9 4. 4 9 5 (1 9 6 

2) :Acta. Endocrinol. Supp 
1. , 1 68, 206 (1 972)]. 

[0 0 3 3] !UB£hft£ttXtt*£9!tt 

t77Ty^7, t77n-X, tfUT^l/X K 

t-fn>, ^7Xe-X. 81. #'J73>-*3 1 
JHf^JI/X— rJW- v V<i >16#fi&#. 75/ 

7>V*;Wti£, *tttt8££«llftft$&& (&«§&££ 
h»*JBV»«) . Ug l K&lcJ:«&flc|ft6&«<!>ft£fc 

; #7XbT-X^©£?ltt#7X£ifi#£U 

»*b<ii4~4o "csscojasi?. &bsis~ 24mm 

[0 0 3 4] *»WftfrSfflV»ntf» ffift 

K. KfifSfc. *fc#+©c-e r bB-2BS8£SH£ 



#KI¥7-5 9 58 8 

JO 

[0 0 3 5] &*S*»l^4refflJBLfcffig?MEtf£ 

[0036] *%wvi#<D\i YTmmmztttzmMm 
mumzztuii. *mwmmts k-rb-3 mm* a 
- 4 3 i fuBtcft-rsaiBKttftUfl £*rt<& - <hftt«i& 

SJltjWUBSftfc. ftoT. *ftntt*ttlMNRll£ 

LT«t&D, *5gWfcin«k hJK«-©*W>«fl 

[0 0 3 7] *mttftmamti» ±m^/^a-±)vm 

iRfflsns#ffl©t>©, HfLt&69m, mmm. t££ 
an. &w&&m. mm. sfftft»»©R»»755*R 

^©vi-rnsfeffifflT^-5. n»$n-6»sn^gitL.T 

t mnwm. m®m* wmnmtMBmt 

^©SSinHcJ; Difttt t & L#-5S£*Sfi.©JBffi£ feSffl 

fc##*©«MHu ^ommzfaVTmmtsi&zm®. 
[0 0 3 8] *%wfemm<D&*ffim&Mo>&tt 

©fi*tiKj 0. 00001~80 agxigg^frsn* t> 
©fr4©*i«t<. ^©t^tt-H^A-ASOlKlO. 

o i (ig~i om g ea!©j5HT3gfflsns©^iaF*u 
v». *< bT*^w?&«»i©is^ic«fcn«. jine^tg 

jss^n. «»<.UTBra«)«MiB»*iwi*n*. 

[0 0 3 9] 

[S5W©$*] *58WC±nfc£. »«B?W:^-i: 

»-r * ^ / n -j-jvfttiwmmum, mzhz& c - e 

[0040] 

[%K«] KT> *»B*KfcRb<K»!irr*fc*jeKl 
[004 1] 



—628— 



(7) 

12 

7^U*>-*"f^-Mft-'3W->3> (AT 
CO ±OA*Lfcfchajgi8IB&ttcSK-BR-3 (fj 
teS^ATCC HTB30)£. 5%fBPR£ttFCS 
(^-'J^--Y>/Wi|® i^z->U> (10 
0¥ti/ml) RtfXM^r-V-f (200mg/ 
ml) ££Jn;t;fcRPMI-1 64 0i§ift (B*SJISl*fc 
S3) T. 2 2 5 cm J 7^SMf 77X3 

ftS-A-*^ hit®) 3 7CT. 

5 % c o 2 &ftT«ri§gLfc. w 

[0 0 4 2] ±f2fflfla*lfflK«IICJ*fiUfc^ *flf7U 

— «>i&*rcftv». -£©&. |bi^^5 o murine. 

>J-©iSift2 0 Om 1 ££gBy-f 77D-YM- 1 OK 
(i&fi£:M> *y W7fil 00 0 :7Sn>*rJ» 
£81f Vtc?-i7 7 n- • -fe* • *-f7*8 2 0 0 (75 

«_hf9£2 0{&£8 Ofi&tlCfiiBSL-fc. SfiS®!*, 0. 

2 2/tmSU#774 , )l^-T?8®U -8 O'CTSKg # 

[0 0 4 3] © Si*g^W7U K-V©Si§£:-#: 
X?>J-X>:? 

±gB®-CI8S b&SK-BR-3 «© 2 0 f&iSilgJgS 
jglOOtfl^. Bl®7D'f>^f7^a/t>'R 
iOBa 1 b/c£V^X (6®ft, B*^V~ 

£. *©&, Hffi©l^ft&2|Hl, 3aK*^»'H«tt 
TfiMfc^U Si!^S:^©7H«tSICSK-BR-3 

mmo 8 o f&jgffistisK 2 o o u i &R«iciiDns^-b 30 

[0 0 4 4] S&&&© 3 BfgK* Mb&T-jXiD 

»i«£&au *sui»ii8J;oi»aBiia**». ^n&ja^ 

TV'fjl/X^'f >&©7jS* [Milsteln, C. e 
tal. , Nature, 2 5 6 , 495-497 (1 

975)] secmLfc7jfeic«toT«maBft-&*aT©ii 

OglSSLfc. Bits, *-r±EB¥iB8lfiS3 7t:trftlMUfc 
RPM I - 1 6 4 0igJ6-C3|5!ift#U ^&K:te7j©8 
«fTS-7>7X#MBiBBteP 3/x 6 3-Ag 8U 1 
[Yelton, D. E. ,et al. , Curr. 40 
Top. Microbiol. I mmu n o 1 . , 8_ 
J., 1 - 7 (1 9 7 8) 3 fcffi&Ufc. ft. £©V7X 

ft&mmmt* 1 o xm^s^^Am (cbs:a 

-f ?D-> • 7*7hU-XttS) SriJDAfcRPMI- 

1 6 4 OJgifif T 1 0 0 mmlS&JSig&Il 

S) ±T3 7*CT, 5 5KC0 2 TT««bTffl^fc. Jt 

es¥asjiat#tiiM«aflat^aBBSistti o : 1 t-fc&j^ 

\Z 5 0 m I ©^a.-TWTgft U #&nfc»BSS^ 
£2 0 0XgT?5»fflSm ±«}?£Axy-;n^y 
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[00 4 5] ^lC3p'JX?U>f U3-)W40 0 0 
Jl^ttSS. rpEGj tHSffcf*) 2ml£fltJ*. 
T> «5>o<Dtl~2OT*^ig-tf, & 
V>T3 7*Cfc«SLfc^)©jeJfilf9 (FCS) 
RPM 1 - 1 6 4 O&iSlm 1 &$>o < K> 1 1 
JtTlm^ liHHftfiU Mltl^ifc2ml £2lllAT2# 
WU SC^4ml£UD^T4irlS&SUfc. & 
V>T, 3 7"CJC#Stitl 5&FCS. 2 0 Omg/m 

1 fil&XM^h-V-fi/X lOOU/K-v-UX 
5 4 m g / 1 y >^ 1 m 1 fcf JP^- h 

rr^RPMi-1 640 (KKns^RPMi- 

1 64 0Jgifi.hV>5) 8ml £2~3#RWtTin*.fc 
2 0 0 x gT? 5 Lfc. ±ffl£!R5ll$* 

U 3 7*CfC«jabfc^RPMI -1 6 4 0i%I 

k, mmi x 1 0 6 m/m 1 t»*«fc3ic»as-B- 
;:©&83iiat£9 6 7x;i/7>-h o-x* 

-ttg) ©StfxJHCO. lmlfoMU 3 7t, 
5%CO a . 10 0%SS©-f>*a.^-^-rtT^il 
Lfc. 2 4^, 5mMt^>fX 2 0 « 1 7 
5y7"f U >Rtf 8 OOfi 1 ?S v>> (7D-- 
hU-XttS) ^tI10%FCSSi^RPMI- 
1 6 4 Oigift (JBTFlltlfc THAT^Jftj £V>5) © 
0. lml-r^Sr^^x)HC^JPLfc. £lffc ±«£2 
BBR^3 BatC-en-^no. lmir^KSIU 
V>HATi&ifiO. lmlTo«:3)nATja0?Slbfc. ■€•© 
±fBfiJi3iS&£2~3Bi5#K:fTfco&. 2jSWSC 
^«fc±«SK?IU 5mMk#*U->^>Rtf 8 0 0 
U 1 ^Sv^fc^tJ^RPM 1- 1 6 4 0«^ (£TF 

M I - 1 6 4 o isifi-eiimsnt L&. 

[0 0 4 6] ±$mmzi.z>m®m;%i. 1 o - 1 4 b 

9 6 £ xJUTV- h©j£BSI© 1 /4 £i5«>fc»<fc0. 
^«EfitM tbTfflVifcSK-BR-3 Jfflte©&*tK£ffi 
KtLT, (ELI SAS) l;T, ©tl±^ 

*K^U ©tttftofc7x;^e»iS^fcK»*Rfe 
(Method in En z ymo logy, 73 , 
3 (19 8 1)) ld<kO, A-f H--7©^n-n> 

- B R - 3 ffflBa©BS#il fiJKT©± 5 lc UTISS Ufc. 
Ep-fe. 5%FCS^ftlRPMI -1 64 Ot&ifiTSK- 
BR-3«aBg&««^ SSofcSK-BR-3M^'J 
>K»g«fiSt (PH7. 3) [1 OmMU>Kfttfl 5m 
M N a C 1 ] -Ctt^L/, 4*CT4 0 0 X gTS-t^S 
U »*fciSiiflaSfiiS|g®}8t (pH7. 4) [2 0mM 
1, 4-bf^7^>^X^>«5K-NaOH, ImM 
MgCliK^5mM KC 1] *T^-<t (2 OX 
VTc mi&<Dfr : Ei?*-h\3M®4X:'Vl 5 
0 OXgT5#f33iS4>#®U M©^1^^ hS:Xi"J 
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[0 0 4 7] ±KT!BKUfcSK-BR-3ifflll&©aS! 

mftffi (i x i o« «) &5 on i boxmm®. (ph 

7. 5) [2 OmMM)>UgS2fctf5 0 OmM NaC 
1. BIT TTBSJ tVip] KtS&U 9 6«?x;m 

&>>iMO. 0 5 96^-^2 0<£-gtTTBST?3HI 

2 CC-Cl^fW. TBS*IC300tf 1/<7x;P©0. 10 
1% (W/v) BSA (3— >©77^->3>V 
«&ttS) T-f hUfc. $V>T, 0. 0 5 96 

VA~y2 OSr^trTB ST 3 0ift#U /W^U H- 

v±flt 5 o m i /m i -fo£&£x;n;:tn*.;fc. 2 0t 

£x;>£ifci§>U 3 00 0»»Cf&^L/ 
fe 5 0 (£ 1 ©7Jk*J<J 7*777^- eiC*^^U>^ 

FttS) S§")i;n:in^.it. /i/-hS2 0t;Ti^ 

[0 0 4 8] ■?-©&, 5mg©p-nhP7xn;H>> 
& C/t-f t-7»; Ftti) 5 0 u 

l/^xJNfcUD*.. 0. 5M NaOH©5 

A/'J-^-N J 2 0 0 0 (Ay9—*v FttS) 

[0 0 4 9] fr<UT, 7 7 4>?iMD. SJgftgtt 

1 7»s#fc. cn&tren^n fgfd-oa-p i 

8 5 - U ~ TGFD-OA-P 1 8 5- 1 7J 30 

<3> %.&tm<Dtttt><Dtim<Dm%k 

nfcc-erbB-2 ®^j£fe£&&itl$3-fr£Stt 

[0050] Bp*, *-rsK-BR-3aaaa©TOS« 

[Kasuga, G. , et a 1 . , Metho 
dsEnzymol., 1 0 9, 6 09-6 2 1 (1 9 40 
8 5)] KCE^T, *TSK-BR-3ifflaa©l X 1 0 

U>tf-WM* (pH7."4) [1 1 9mM NaC 
1, 5mM KC1. 1. 3mM CaCh. 1. 2 
mM MgSC-4. 2 5mM NaHCOs , 5 OmM 
Hepes (N-2-t Ko*->X3\)l/fcT^7>?>- 
N' -2-X^>X;l/*>S, 5^T*5*JWfc» R 
tfO. 1% (w/v) BSA] TiSfe#Lfc„ SMC. ±12 
HftftlBttS 1 2 P 1 (18. 5MBq/ml.-a- 
4>if9>V • yL2VT#m *Jfltr»T. 3 7*CT2I§ 50 



#B8¥7-5 9 5 8 8 

W 

10. ±G£Ht;8*tt2mlif'-?flm(sfc. ffl®£5 0 
mM Hepe s££tfi§#glSfi£ [1 0mMKDU> 
Stf-h'J«7A OiXMXttSO . 100mM7yftth 
US' A (H^ft;#ttS) . 4mM EDTA, 2mM 
PMSF 0*.—))/*?)\>7>)V-fr-)Vy)\'*y'i F. -> 
^vys*;Wtt©) . l%h'Jh>X-10 0£tf4 0 
0|tM*^h;t^-5?>«^-hU9/0 (pH7. 4) T 
4*CtT 1 ftNPHMrattfc. ?Ffftt« 1 2 0 0 0 x g 

©2 0 0u 1 £c-e r b B- 2 Jte^g^fc^SWtC 

[o o 5 1] © 

T*&nfc»tt*n->1 0/t 1 fcfcfflfcU 4 < CT3 

7TU—X (7rJl''7->74i) 2 0 y I £fln*.. 4 
"C, 3 RSK-f h Lfc. £ft|gtt€ 1 2 0 0 0 

XgTl 0#mS<t>#ltU *©HJM&«*#J8«HK 
(pH7. 4) [50mM Hepes. 1 OmMhfD 
>J>K^h'J^A. 10 0mM7»yftth'J7i. 4m 
M EDTA, 2mM PMSF, 0. 0 5%HJh> 
X- 1 0 0Rtf4 0 0 uMHr)VY KirV>mir\.W 
A] fcT3@ft»l&. &'fr#8S©&, «3*<Bj£5 0/i 

i©7 5x-;w©e*ssic»sa-a-. notrcsam 

[L a emm 11, U. K. , Nature, 227, 
680-685 (197 0)] KfiEoT. 7. 5%#U 

7 * 'J 5 py^e/a s d s - p a g e \z «k d # 

«rUfc. ffi, iffiSDS-PAGEC&fflLfcSDStt 

> (»ffi2 0 0 0 0 0) . ^K®i5-^7^ 
•tf (^^Sl 1 6 2 5 0) . *X*U9— M (^^S9 
7 4 0 0), BSA G»?fi6 6 200) KCmTfrf 
5 > (^^fi4 2 6 9 9) r. * • 7 y FttS 

© ftfttt»Ufc/vr:/U F-v©^n-->ytgt^ 
feBtttBUfcA-f^U H-^©i'n-x>ytt, 9 6»7 
Kb&RIHfr«(i&lcJ:?TfTa:?fc. ?n-x> 

^©«l*s±^f-sfc^^)^c. tt<bt>T?yh«>iimuii« 
2xio 8 <i/'7x;i'tja:s«fc5KinAfe. 

[0 0 5 2] ±E#fP©i!S*. 3««RUfc*MK*S 

1 7©/W^U H-V©tf>*^±|Bl/&«t^KUT#e 
n&A-f^U H— VttGFD-OA-p 1 8 5-1 

[0 0 5 3] ^W7*U F-^©f8gtt#:©8DfTfco 
fc. Wft. 5 096 (w/v) fi&fnWfifc^^-^A© 
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^JDtJ:DitSS-&, 14 0mMU>£IfK (pH 
8. 0) (HcBSffiS-B-. jg/5m©-£fi£77-f;rx 
jf^Uy-j >A7tiU-X%y&\zmfL* 4'CT'l 
AOmUV^sm-fbVV&mm&i (pH8. 0) 

10 0mM^I>8th'J^A (pH3. 0) TSfiffi 

U -2 0t:T«§bfc. 

[0 0 5 4] ±!2T#Sttfc#58W0i#g£/W:/'J H 
-YGFD-OA-P18 5-1I1 XlSftlfiRtt^tt 
X|gft«W^0rt TGFD-OA-pl 8 5-lj 

12206^ (FERM P - 1 2 2 0 6) J 

[0055]© o-^ftttiSHifi!©^ 
Jt§B/Vf:/'J F-TGFD-OA-p 1 85-15^t 
RPMI-1 6 4 0MCT, 5%C0 2 *frTT, 3 
7 < CfcT9 6P$raig§iU Jg^i££3 0 00 rpm. 1 
0&N8fr£-ftl/T. B«©*/?P-;J-;M3i#:££tJ 

[oo 5 6] © mmitiwmm 

±iB©T#^n&/W^'J K-TGFD-OA-p 1 8 
5-1(01X1 0 6 <H£» WJX?> <77H*Uy 
^ttSS) S&ffiLTfctAfcBa 1 b/c&-W7,\zm& 
KtkZbfr. 10~14B&. #fBLfc|g*£«iSU 

[0 0 5 7] &MlK.*<Dmft&, h (MO 

PS kit;, /t-ft- 5? HttK) £J8l^T»SL 
'T, SISttfcGFD-OA-p 1 8 5- 1 £#fc. 
[0 0 5 8] ETF. ±ET#&nfc*^W!ft^CD#(4S 

[0 0 59] 

^VX*/>;U--1r)\,$ i #;V7>7 : 7*m%.m*V h (A' 

p-^ftftro-tf-^^xte. i gd « -v^-otz, 

[0 0 6 0] © 

^JiW 1 0®T#fc««±fiH£S't^Sf U ±f§S 1 0 
fcFCS&illRPMI - 1 6 4 0&JSK:T> 3 7"CT. 
5?6C0 2 O^frTICl 0 HWH^fcihDlcTJS^L 
it. 

[0 0 6 1]® ta#©;fiffi 
fSSU&c-e r bB-2jte^Wage©5 0 ^ 
g/^x^&^J&n-h (4-C. 2 4U$|B) Lfc9 6£ 
xJV3j?UX9 1 U>-7-1'^n7 r W-h* > 1%BSA© 
0. 0 lMiJ>gigg»}K (pH7. 2) T. 4TJTt 
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m £ffiV>T, c -e r bB-2fieT-0igjHaget 

fc£Ufc$t#£«a£Lfc. ««±fs©8x i o« mm 

[0 062] 

SK-BR-3«JK«cCD/— tf>^P«> h 

c-e r bB-2JIG^tt. EGFRjte^tCffiigtt 
rtV/'a /KE^T-iKl 5 OSStiSt^ EGFRS 

10 fSICLT, SK-BR-3WBA<c-e r bB-2££ 
^^Sf-5*>i:'5*^» ffiHOc-e rbB-2mR 

[0 0 6 3] COtUR^V^Ttt, fc h±&£Sfflfia«:A 
-431 (ATCC CRL 1 5 5 5, Fabrica 
nt, R. N. , et a 1. , Proc. Natl. 
Acad. Sc i. , U. S. A. , 7 4 , 5 6 5-5 
6 9 (1 9 7 7) £fflV>fc. 
20 [0 0 6 4] SK-BR-31fitA-4 3 1Ii&. 

N A Ottlil IC & /Hfttfttt t / — 9 > Dyh^W 
«. ^X+SO^Fj* [Suzuki, M. , e t a 

1., Jpn. J. CI in. Oncol. , 1 7 , 1 
57-163 (198 7)] fc«oT*lSL&. 

[0 0 6 5] %.\Z$mmn : 1~GH#* : sic^bfc 

X. 4Q<DigS©/3->'7>/X5 t ;^X*T5^'f Fffii 

rf^^P^H&HPLCTSSLT, BW^P-^i 

[0 066] E#l#^ : 1 fc*f*U P*S * 1^*9=- F7 
D-^a-^liU OTS^P-^tgHJaS^t 

1, ^D-^2R^D-^3», c-erbB-2JB 
terf-MVavmimYMy (2-2 1. 34-52t2 
54-2 7 3) ©ffi5H£:i-FfSmRNA£gg-r 
S. ^P-^4tt> gB©B$giiF*'f> (6 5 4-6 

40 7 5) ©E^P-FTSmRNAS^f*. 

P-^5«, gdCDfflMSH^O (1 0 5 5-1 0 7 
4) ©IE3aj£:3-FT£mRNA£g$-f£. 
[0 0 6 7] t F/5-7^^>mRNA©5SiStt. 
?t><Djj& [Honda. S. , e t a 1. , J p 
n. J. Cancer Res., 7 9 , 6 6 7-6 8 
1 (1 9 8 8)] ICft-DTfrfcofc. iH^T- 
*-tUT^ffFK*^©'J#V-ARNA (2 8Stl 
8S, 77^->7aS) Sffl^it. 
[0 0 6 8] SK-BR-3fiB8ll:*VJT. fiBK^hV 

50 -iy\Z— at5c-e r bB- 2mRNA©gat;W 
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7>J 94 X?ZTctb\z 3 o©7n-:/£&ffl LfcPf. 
5. 0kbpt2. 0 kbp©$H L lH , X£t>0 2t3© 
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[0072]© o-^stfr©iasiERt;#fflSi 



©&&«fc03&fr-s>fc. Ka®K^-1'>«C-Sr-r-5c-e HffiWlOQt^ro^ft-C^SiSlfiCfcftWSK-B 

r bB-2mRNA©geii;W^»jy-<XT^7 r n- R-3HB&£, A- 4 3 1 fflBiS, Jgifi-CISiEbfc 
fcjK— 35. OkbpOft^SlM XT/OF >PJ £D-^ft#£ffr£L;fc. BPS. 3 0E©B 

jWfctrJSnfc. A-4 3 lMBfcfc^Ttt. (ffiiS&fr-C a 1 b/c?RY<?;*£53©iW-7*»::$W, EkT<D® 

tttfctriT?fffca>o&. /3-7£?>mRNA©£#»;::/ SSS3HK BPS, 9$r-~f\ 

Lfc^tt. /S-T^^mRNAlC-grT fcttFCS©*-©2 0 0xtl (n = 3) £, {f)V--f2 
5A> Ftf&fflSnfc. infcT. JMSfl.Kjl'f a i0 fcte2 OfgCSfiSLfcRPM 1 -1 6 4 0J§ift©2 0 0 

t5c-e r bB-2mRNA©geiC/Wy»J^-1'X u 1 (n = 5) £. ^-73 fctertlfg^U-RPM I 

fS^P-^©Nftt. -fu—yi £zfn-zf2tmWD -16 4 0 WlCtinS 1 0 6 i©SK-BR- 3 

tt&ftlff&nfc. iS*IC, 5 ©^r-XlCtSHT «fl)S (n = 6) £. £OP-7*4fcte:SK-BR-3*Hfi 

tt. »teSH^-f S-f^c-e rbB-2mRN IC±oTiBS$n*:2 0fg8*gigJfc©2 0 0 u 1 (n = 

A©gafc7Vf7*iJ$ r -<fX*'.& , b©«, 5. Okbp© 11) Sfc^;W-^5fcttA-4 3 lttlJfifcJcDH 

»f^xst>o-' 3©n>H©wstfflsnt. ±e ©*nfc2o(gia*g«*©2oow i (n=s) * 

*£&«fc9. SK-BR-3»8a«. »6*Cc-e'rb n^nS^Ufc. &4®B©&Wfc©<fc5l::LTfT& 

B-2mRNAge£$gm-*t>©T&5£t;W5. ofc. 1 ItttF C S©*© 2 0 0 n 1 

[0 0 6 9] W-^2l;(48 0»fcS*glxfcRPMI -1 6 4 

[^SSW 3 ] Wbftftttltttlft # 0 gift© 20 0/tlS, 40V- 7 3 ICttJfoflt 7 U -© R 

*^ ; &/i'D-^fil#:©!Rf^SWS*^C-r«>fc»tr PM 1 - 1 6 4 0 JgJfctMC"^*!* 1 0 6 «©SK-B 

c-e r bB-2ge-t>EGFga£|?i&-r£#'J?n R-3jffllfi£> >/JI/-:/4K:ttSK-BR- 3*fflB&fc:<fc 

-^Sift: j ? >; ty^n-^-;i,Si{i:£fflv>fcftga:Ktt^ orsisstifcs o(gs«g^©2 o o^is, 

£. ETF©iI?)fTfcofc. JU-7*5 tttA-4 3 l|fflJ&lc:«fc0iiaK;*nfc8 Ofgg 

[0 0 7 0] iafttLTtt. c - e r b B- 23tfe^jg Jgi&ift© 2 0 0 w 1 -tn-ettS^-Ufc. 3 B©&> 

fe©C**g&# (C*Sgl 4 75/&E3*J: 1 2 4 2- v£Xrt>£>#;fciiifg«: c - e r b B- 2&&?m®tE 

1 2 5 5) SrSIS-r-Sf-y-^U^D-^jK^tLT GFRC#T*fi#©##©?SS£frfc5fc«>©^«: 

p A b 1 (T 4 8 8 1 ) ( HJ h > • AW *1M X>X fcEfcfctt U£. ^gttKSJ&tm^Sdtt, H&fll 1 

ttK) 5, c-e r bB-2fie^S#lSe©*^— If ©®©#*fclCfi£oT, ft3t&g$iUfcS K-B R- 3«ffl 
K*-f > : 8 6 6-8 8 0) *Vm.tZ> 30 BStA- 4 3 1 «*^©lfflfla^SXBPieLfc^ 

tf-U-^U^D— tJl'Sifttl/TAb- 1 (t>3y- *4 < CT?3^f(ffl©raS-l 0*i l©#U£n— 

>«lKx>XttB) £, Sfcc-erbB-2®e? */^n-^;W$x#XttNMS GEirr^XiLfll : n o 

«&ga©«I^F>W>£&$-fSV9X ; &/i'n- rmal mouse serum) tlilC-Ota^ 

^Hnftil/TS V 2 — 6 1 r (-^WtfcS) Sr, -?r - hLfc&lC&«©ffiS£UT^em£frfcofc. 
n^n&JBUfc. H©jfc#W:I gG. ©U-^^XfcW [0 0 7 3] ftlfilff^0!>ISJI&8lH&tf£2HC 

1"4fc(!)TSt). VXneiffl^ft [Ma suko, ST. 

T. ,et al. , Jpn. J. Cancer Re [007 4] 3S10+, AIJSK-BR- 38HBS©ir£? 

s. , $_o. 10-14 (1 9 8 9)] icioffrsan mvifrzo* bha-43 lmmoft&mvafrzo* * 

jtwe&z. *&, EGFRWiiBa^H^'f >©fitM *u5n©&«a:i$£Sfc>u u->a\tto)^a-i-jv 

[Green, M. R. , et al. , J. I 40 St#Ab-l£> W->btt#U #n-:*MWK#P Ab 

nvest. Dermatol. , 8_5, 239-24 1 V— >c tt^ ^SitffcS V 2 - 6 1 t 
5 (1 9 8 5) ] ZmftLtZtiiEGFR^Jiru-j-)], . p->dtt#IWE/ #n-:J-;Hft#:GFD-OA 

ffifttbT, RPN5 13 (7V->-vAtfcE) Sffiffib -p 18 5-1*, W->e ttEGFRlC^TS^y £ 

it. C©ia#«fcffiJlC£LTA-4 3 lMAehU?^ n-^-;l/Jri(*:R P N 5 1 3 S» *itV->f«NMS 

^aufcferoTf^^nTiJD. i gG 2 . ©&&£ -en-^n^-r. st. s©A{c*it*si&o=AW 

Wr«'b©Tfc^. ±ffi^iaft:ttV»rnt>S l a®SSfc tt, SK-BR-3»Ba^HI«)*^© , 2 P-cmBLLTz 

tJfoT^L-fc. c - e r bB- 2iSe^j£&©fcgE8:jg£jfcU 0©B 

[0 0 7 1] ^«itK©fcJ?)©#fc«EgiJS©^tg^ iCfetj-SHJ&O^Wtt. A-4 3 IfflJStfSiWS© 

^©aO^JIUfc. BP^, SfeSS091©@tI^«l©^StT s 2 PTiill/fcEGFRlgfIfe©Mtti8SS 
SK-BR-3ffl^tA-4 3 1 ffllS©^fflJfi#f&«5'^ , © 5» T. &SIC^^5»*«»^ttV-*-©»^fiS:^t) 
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(11) 



&PS¥7-5 9 58 8 

20 



FiWH^ft 1 8 5 0 0 0©#7**MXT&!), 3 2 P 



[0 0 7 6] BPS. SK-BR-3i!fflJi&© s 2 PgS$© Tg&£tt& c - e r b B - 2SfcT£ LTffi&Sn 

tMTCH:. K >£#;W#*->*fi8£Kgrr fc. |s3t3i©A*> Ftfftc - e r b B - 2££^g!8PE/ 

5#'J o-t;Hfi#t c - e r b B - 2lfif IftO £n-^Jt#:Tfcgtt«3nfc. (0©A©l/->a 

iBJ^H^'f>*Sii-r-5 ; 6/i'P-^>'l'*i^RW : *^ #H) . SK-BR-3«Jg§lC4;-DTSSK$nfc»fig« 

fflfiDtyi'D-t^GFD-OA-pl 8 5-ltt «k Dft&£nfc (^-^4) 1 lE©YWi 

tfcfctf^fil 85 OOOSfc-Pc-e r bB-2fi£ 9#£ttifcSi]filfittt. c-e rbB-2lfififttU 

?B?«&TU>Kfcbfcse£fc&itJKUfc (0©aow Tf^5tufc'j>Kft;se^swi'^af«:i«bfc (0© 

->a~l^->d#^) . U*>U EGFRrojffl^VH ifl A©^-> 1 ~l"->k#jg) . U»MI:Sftfc 

>£§g$rr-5if£EGFR*wm, NMSi4<nt; a- 4 3 naia© 3 2 pg$oii£*-m, A-4311 

«fc5K;i©g&£fcm»S1*fca»-3jt (0©A©k- tetr«fcoTigSaUfcSffitgS^-C^«E3nfcv^X (if 

>e~v->f#R8) . A-43 lassa© 3 2 p ;u-^5) *>5#5nfcjfijfiif9*»6©t>©tt, $h*i 

£§&©«§£-?«> c - e r b B- 2&&?mWz-Wrr 7 0 0 0 0 fcft^/O (EJ 

*U>*fl5/t>Ftt. c-e r b B- 2feg^£$lK:*f ©B©l—> 1 ~|/~>n#JI) . ^©n>HttEGF 

•ra^T^a^n^ofc (0©B©u->a~u R^s^-r^gtEGFR^y^D-^^tKiSbfc 

->d#Rg) . LfrL. 1 7 0 0 0 OWft^SfcEfO'J U >SftEGF Ri^U&BKS&^ftfc (H©B©k 

^fcLfcEGFRIJ. ttEGFRfl#CJ:9ft&t!HR ->b#H8) . CO^-/j;0f ^tlfeM 

(H©B©l—>e#R8) . ». SH*S2 0 0 0 0£f$^A*>F&fc&#it»S-& 
[0 0 7 7] ^20*. AteSK-BR-3*a8&©*H? 20 1t. £©A*> F©#gm*fc*:b#oTV>fcV>. S 

K«nB»6<D. BBA-4 3 lMBOdffXtt^eo. * K-B R- 3MB2: S K-B R- 3 fcj; DiB&Snfc® 

n^noftfttutesfci/. u-^&yttsirn-i-fi, te^n^T^sbfc2^©#ui?D-^-;i/gi#©i 7 o 

$ift:SV2-6 1 rS> U->btt*/£D-:>-;Ha# 0 0 OQ&^-iMXett^/X^FttiBfc^D c -e r b 

RPN513S, l/->cliNMSS, >dteFC B - 2«e?fl«EGF RXe?£-fS*4rr&tlHfteJ9 

sfcj:oTifcftan«*wiflift, i'->etta^nfc o^t^Bt^nfc (H©B©i^->f tu->i# 

RPMI-16 4 0igifilCJ:oT&&3n;fc#i:MB£, 88) . 

i^->f~i/->h«^-n^nsK-BR-3fflKicfc [0081] QMBftflMii&mKfosarai&fta 

nsK-BR-3«fflB&fc«koTia8snfc2 of&»igJS @-i«Biias«?#)© 3 2 pmk 

gjfcfci9fcasnfcttlfiL?8£, U->l~l/->ntt JO ttfi®gM«>ttBKSK-BR-3MJR£A-4 3 lJB 

-en-enA-4 3 l«»C«fcoTP!S^nfc2 OfifSfig ISS l X l 0 6 d/3 SmmlCSSIClf , U>&7 

i&HflfclCct 0 ^SnfcttJilillft3l*rt. U-©RPMI-1640 igfl&T 3 BfHB£tt»£. 3 

[0 0 7 8] *&» 0©A fcfctt-SM&D SK 71371 2, 2 428:^4 8^fM©M, 536FCS£-&tJ 

-BR-3ffl8S5^^e© s 2 PTg®L/fcc-er 1 m 1 ©U >&?)Ky aaUE<-^0*JA (pH 

bB-2£fc^&igj©fc&£tR£SU H0B£j$t?S 7. 4) (BzKK&ttS) *lr*V>T 3 2 P 1 (18. 

H&D^ttA-43 ljffi®#»5>e>© 3 2 PTgl^ 5MBq/ml) T-f>*a^-hbft. «fflB&«4Tn? 

i/fcEGFR®g^sft©ftg«:i»«:^T. *fcjfc?a -mnom. fmm®<3TCfl*a3nfcigMHm®i 

5H=Sv-*-©5H«SSt>-r. m 1 TnJJSfcbfc. (1ml) fefc&JRftfc. iS 

[0 0 7 9] g-BJ: 0*©i tjJ«M*. MgWfcfcWM+OTOfM&ft 1 2000XgT10 
[0 0 8 0] BPS, SK-BR-38NS© 3 2 Pt§5§$© 40 &N8&£MtLTHt£bfc. -eLTMBiSflWcKCraai 

nms, Fcs©*s#bfcTC/7.^e#e. i©2oo/i i&ftffim®fc&£4Mtm&bfc. 

ftfcffijfam. rpmi — 164 o%mn%&-£nTzmi 10 o 8 2] ®- 2«sa^»^£tsssjR+se^-r* 

ts. -RtfA-4 3 iasiat < koTia©$nfcsu6«*iiac [ 3 5 s] ^z^omm 

\z£Qft&ztvTcftkm\$.Pifc%mm®$ntefr? mm(om^i<D^Q\zsK-BR- 3mmtA- 4 3 ia 

ifc (0©A©l^->c, d, eRtfl~n#H) . * 1SS3X10 6 ffl/ 6 0 mmKOMIcS?. 

fc, EGFRfcttTS^/^a-^MKftfcl^Kffitt Xr-f>tFCSSt*au/f*=>7'J-ORPM 

ft: (0©A©l'->b#J8O . SK-BR 1-164 0 VMlT 3 nj^tttT^W 

-3«J& (^-73) &&J5-Lfc6E©v<?;*#£>® a.^—> 3 >r*c:tCJ;r)^fc. *LT*ne>£3 

^nfcftjfilffitt, 3 2 P-e&i&LfcSK-BR-3|ffl& 71CC2 ORtf^ttH (SK-BR-38W®) ©IS). 
©»^«?fe*^©#<©'J>^fl:Se&ftS«fc»^-e- 5» Xttl 8^fPfl (A-4 3 1MB) ©B8. 1. 5ml©l 
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%FCS8sflDv'XT^>:7U-RPMl-l 6 4 0&JSS 
ty\Z [» 6 S] ->X5M > (3. 7MB q/m 1 : -3. 

ig2t& (1. 5ml) "bifcftftfc. fflfifflKtt&tttt 

2 0 0 oxgti oftfmfoftms 

10 0 8 3} <s>- z&wmt<Dfmm$.fo 
±e®- 1 2 Tf^bfcifcitttg&^Lifcs k- 
BR-3aaKtA-4 3 i«^e.©iSjjia^sKt«« 

[0 0 8 4] -5-©*S*, 8 2 PfKSStfcSK-BR- 
3iitA-4 3 1 jffl^WfflBaSf^Sr^ffl bfc^ 
3 2 PTtSBSUfcc-e rbB-21fifli (SI 
0) tl^eUCv GFD-OA-p 1 8 5-1 1* 2 PT 
g^l/fcEGFR^»tn;EGFRji#:t^<raU<, fflBS 

fcBBT*«U-e r bB-2BfimfiB8i*fc«fcr>T 

-BR-3fl!SatA-4 3 lBBICkoTBSSnfctt 

£Kt& 4OC0fic-e r bB-2Sg^j£«5Ja^t 1 
^>©ftE G F R«(»rP*«H*r FttBfe 

[0 0 8 5] *t [ 3 s S] S'XT-'^fimixfcflUMg 

3Hi^r. 

[0 0 8 6] £3B*. AttSK-BR-3*aB©«fflB 
#«?#»*>*>©. £fcBttSK-BR-3JIfla©««S»> 
&©. ^n^noftftttKS^tol/. W~>a«NMS 
l^->btt#U?D-^;Mfi#Ab-l£. W-> 
cte2KU£n-:f-A<gt&pAb 1 l^->dtt ; t/^ 

o-^-;vst^s v 2 - 6 1 t v—>e\$^mm^j 

?D-tJVJifGFD-OA-p 185-1*. 

n^r. B©AK*w-*»>bozftflii*» sk- 

BR-3BB*HMM»&«!> [• 5 S] i/^H^ga 
I/fcc-erbB-2 B^&ftQ&ftttB&wU 0 
0B£43»t«&&$HftHI& SK-BR-3«Blfe©8i 

[0 0 8 7] bb£o. [ s 6 sj : y >m$tt$n 

TV>SSK-BR-3lBBfc*3Vvr, 4tP©£&'*ffic 
- e r b B - 2&^ffllffi4fcPBB£HiMtrte£H^ 
1 8 5 0 0 0©A*>H*^Ufc (0©A©I^— >b~ 
l/->e#J8) . <*<'3*><!>?MtAn&: 
A>K*tNMSCJ;oTlftmsnfc (0©A©W->a 
*H) . NMStt [ 3 5 S] S'^-fJ'TBBl/fcc- 
e r bB-2fi£^En?i&-5;i<»:£^LTV»5A*>F 
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*H*bfc#x>fc. C« 5 S] '>Xf-f>g§SSK-B 
R-3»fitJ:oTfIttbfc«««E*lttlUfct*. * 
F;*-f X #/U#*S/;i*Ma»SB«T* c - 
erbB-2 BfitfWMlKarr 5 2 ^>©* U ? D-^ 
fttttt. NMS (0©B©U->a) fcjtttbfc&ft. 
*n^ntt^K«ttA^t>FfeJ&&il&*'9& (0 
©B©W->b tl^->c#M) . 
*g»nSc-e rbB-21fif!il ; E/i'D-t 
;WW*S V 2 - 6 1 r fc*5BWO*y-^ D-;J7WfM*G 
10 FD-OA-P18 5-U1 Mfl 10000O» 
TO&fe?ttJltt;i^>F&ftftttS3ttfc (0©B© 
l/->dtl/->e#iD. CCtSSBc-erbB- 
2B^£ttBBS&n#SK-BR-3flB£J:-3T 

B»*nfcW«*icfe3W**rBttWAs**. 

[0 0 8 8] @-4#ata#:i:SK-BR-3ifflBatA 
-4 3 lBBfc.fcoTBBLiUMHK'fr© [ 3 5 S] =/ 
Tsr-i >BB*fiH : f l^fe^-HBfiaiSf«ETTOft 

A- 4 3 lfflJ&lC<fcoT££LfcEGFRHag6t;: 

a? ©^*ittt , r*fc«>c [ s 5 s] i/xf'fv-rgu 

bfcSK-BR-3iA-43 1BB&5X#U7?U 

5 ny^sffl w t s d s - p a g e £ d #«r ufc. 

[0 0 8 9] ■£©£*£, ft4BIC*r. 

[0 0 9 0] B4B4>. AI4SK-BR-3BBS. * 

5fcB«A-4 3 IfflBfcJcoTigfibfcftSJK*© [ 
3 5 S] S'XT'f^eBtffiH^H^HSMSaB 

TO^ttBWtS***^ W*. l/->A©atiNM 
S £BB5h!Mb0K££. l/->A©Btt#$B9J© c - 
50 e r bB-2ie?Iig| ; E;i'D-t^GFD-0 
A- p 1 8 5 - 1 ^BB^flHlOSlS&. W->A©c 
aNMS^SSiO^*, l/->A©dB*S5i ; E>' 
^D-^VffiftGFD-OA-p 18 5-1 iiS&S© 
K££> £&W->B©aragtEGFR 
*/*n-:r;Uft#<hfflll&##&©£££. 1^->B© 
b ttftE G F R^E/ £ D-^-;V$ifr t©^«^©RJS* 

•en-en^-r. HtH©Afc*sit*n&o=ftWttc- 

e r bB-2j&fc™Sj*> 6fet=«EPttc - e r b 
B-2&e?&ttB£Sait&ii%U BlOBfcfctt&JI 
40 &«3*BHJEGFR£, Ea&#*cBJttEGFR|3&g 

£3tfc>-f. 

[0 0 9 1] ±EBJ:D* [ 3 6 S] ->X5 1 'f>tt*) 
CSK-BR - 3BS©SWW*PGFD-OA-|i 

18 5-1 •Vft&tt.m-TZ/'O H tt. «k D 0 U 

ofc (0©A©k->d#K) . 5%#U7£U;l/73 

Hy;WSDS-PAGEfc4;oT. JSII*©4#SW^A 

>H»^ac!)**a*ti 1000 ofcatw-ssnfc. 

c:©iH4l*U 1 0 0 0 0©gS£p 1 

50 lOtffr&Lfc. 
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[0 0 9 2] WMWBtOc-e r bB-2ig£^©A 
>F£ifctfcb/fc£€. - ©A > H ©ftlt&igtttt:*g# 

p 1 i 0©-<5©*#&fc©a*££3ttTJ8fi& 
*Jc»ffi^nTViSt ; fST€-&. £fc;i©*s*«, c 

- e r b B - 2 j8£7i£0J©JfflBSfl- F*"f >£&§&-r-5 
9J©ft c-erbB-2 ^fc^Wfo^J # 
msV2-6 1 r*mit£t:ZbmmiS.tti%i>m6 
nfc. &?fitf4 2 0 0 0 £*OA*> FtfB& 5 

n (0©A©W->d#]I) . •€-n«NMS»ri-pT>b 
&mfttz (S3 0©AtB0l/->a#li) . 

±ffl/f>F©383igte» fiWOO-f >+3.^- 

Ft&fcbfc. A-4 3 l«jB£J:&KIMSjrCl2. # 
^fil 1 5 0 00©tMX£#OEGFRMjggem# 
tfctil$n& (H©B©W—>b#W) . 
[0 0 9 3] 

immM4 ] c-erbB-2 

«M*K*rr* gfd-oa-piss-i ©2&« 

SK-BR-3«JB«t. A-5 4 9I)fitt. PC-9 

MttH%tfLu-6 5MKri*eAV>T. 

-^■;Ht#:GFD-OA-p 1 8 5 - 1 ©«Sg«tt 

[0 0 9 4] ±fBA-5 4 9888a«c (t hWffiSHIiafc : 
ATCC CCL185, [G i a r d, D. J. , e 
t a 1. , J. Nat. Cancer Inst., 

5 1 , 1417-1423 (197 3)]) tPC-9 

ffl&m (k hmmmi&tt. ck i n j o, m. , o k 

a, K. , et a 1 . , Br. J. Cancer, 3 
9., 15-23 (1 9 7 9) 1 ) 11 c-erbB-2 

mtS&mifc: [Yamad a. T. , e t a I. . J p 
n. J. Cancer, Res. , 7 6 , 9 6 7-9 9 

6 (1 9 8 5)] «, mm&=f-<D%m<oti.<<>z-tifimt> 

[0 0 9 5] ±ia4ag©*jBjattc£5<*;FCS£^trR 
PM 1 —1 6 4 0Jgi6^©2 4^jL)V^]y-\-tp\zm^ 
tz, SK-BR-3IfitLu-6 5iBHB&tt4. 5X1 
0< ®/Vx.)VO®mz. S&A-54 9«MiPC- 
9«Ba»l X 10 s fi/^x./l^&fcft-S.fcSfiM.tt 

R#GFD-OA-p 1 85-101 0 0ug£g&ig 

mt>n ootfgia/mi stein*. 24, 4 

8Rtf7 2NfW©W'f>*3L'<-hLfc. 
>r-a-;V£LT, ^/?n-^;i/ft#©:j&fR©fcJ?)Ic 

4. 4 8Rtf7 2^ra©Pfl'1'>^3.^-hUfc. 

n©isii©s^icai)fi©«eiia» &a -* - 

&3@fTfc-3fc. 



(13) &PW7-59 5 8 8 

[0 0 9 6] *®ttft&)B5HlC*r. KB*. 

(1) tt^WW^/^n-^l/gtfrGFD-OA-p 

185-1 <D&mmmmmztt-rzmi&®.&* turn 

(2) «3>hD-jv©ifflBaas«t)T. *&. mmt 

[009 7] K0«kO, jfc&WWt/^n— ftltftttG 
FD-OA-p 1 8 5-ltt. c-erbB-2Jte^ 
a**5BS"r*SK-BR-3lBBtA- 5 4 9|fflJ&© 
20 ^>ehDT©*»ft**fcil|lMl/fc. *fc. c-er 

b b - 2 c < seset * p c - 9 m&o>&. 

nfc*t^aTttfe*^fc. b#Ul:tf&. c-erbB 
- 2 jteT^&fcSBSILfc^L u - 6 5<fflte©(fcfitt# 

[0 0 9 8] ±B£*«fctK c-erbB-2l£fl 

ftGFD-OA-pl8 5-llt FalCiittS 

[0 0 9 9] 

^^©^y^n-^-JW^GFD-OA-p 1 8 5- 

[0100] m*>, %mm% (&tt) a^mzmmmm 

30 £ 1 0%!f:;V-7>J>T@^bfc^ M&ffi*8&©s?rj> 

ffl Ufc. MS t IE«iailSI©-tr >^;HJ*%W© ; t / ? a 
-rr-MafcGFD-OA-p 1 8 5 - 1©2 0 ugSS 
/mllfjjlll/fc. #&JI«$i#*g£tt ; eyi'n 
-^-)Vtft^©f^bD lc#fc&jlttffi©ir>:/;W©tefflK:.fc 

[0 10 1] -5-©ig*S, ft)Sft#©J8®ifiifat*»W 
Otic-er bB^ffle^g&^E/i'n-^&t&G 
40 FD-OA- p 1 8 5 - 1 t©je-&S(5Ufe^*tU 

T. ^6Ht^-r. 

[0 10 2] gtB<tD, afiffiJSlffi^t*^©*/^ 
n-±)l,Jri«c©^tttt|g14aSfi t LTlSgSnfc. 

[0 10 3] iE^iB^ttfta^^v' 
y— yte^icis^T*^^©^ / ^ D-^;Pfiift:G F D 
-OA-p 1 8 5-1 \Zt£&Vf3.fr-DTz. SIC, ^ftg 

mzmvtztz* ®jgffl«i©'p*^isi4^fe«Biett 

50 
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iw>mm 

[oio4] mmn-. 1 

§ffl(D$iZ : 6 0 

mm<D® : mt 

m\(o@m : teo&ss ^bedna 

E*«©ft8 : 

&&£^?fi2*§ : d oma i n 
#ft&B : 1 - 6 0 
®&&&%.Vttm: E 

CGCGGCTCCG GGGGGCAAGA GGG 
CGAGGAG GAGCCCCCAG CGGCAC 
AAGG CCGCCAGCTC 6 0 

[0105] warn 2 

BB5>iC0g$ : 5 7 

«©& : -*« 

h#D^- : ati^tt 

E^©fflgi : te©t&EK p^DNA 

fttS£ilTfre: doma 1 n 
#SEftB : 1 - 5 7 
ft&£ifc£Lfc;*;& : E 

mm-. 

GCCCTGGTAG AGGTGGCGGA GCA 
TGTCCAG GTGGGTCTCG GGACTG 
GC AG GGAGCCG 57 

[0106] mm&n: 3 

E5iJ©fiS : 6 0 

mi<DM : mi 

m<D$n : -#« 

mFXDUm : «&©&& SSsDNA 
EflOttfl : 

#«S*-rffi^ : d oma 1 n 
#ft{£B: 1-6 0 
&&&&&VrcJj&. : E 

GGTGACCAGG GCTGGGCAGT GCA 
GCTCACA GATGCCACTG TGGTTG 
AAGT GGAGGCAGGC 60 

[0 10 7] BSJWt: 4 
EW©fi$ : 6 6 
&M<DW. : tSK 
&©& : 
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E$iJ©ft® : 

1$f&£^*f2-«l : d oma i n 
ifcfE&M : 1 - 6 6 
1$&£fc£Ufc#i£: E 
E5fl: 

GATGAGGATC CCAAAGACCA CCC 
CCAAGAC CACGACCAGC AGAATG 
CCAA CCACCGCAGA 6 0 GATGAT 6 
10 6 

[0 10 8] ge50#^: 5 
E5!l©ft£ : 6 0 

®©& : 

E*I©8S : mo&B. •dJ&DNA 

e^j©i$® : 

$J&£«-fIE!*§ : doma i n 
#*£<£g: 1-6 0 
20 #f8£fc£bfc#S£ : E 
E5d: 

TGGAGACCTG GGGGCCTCCT CTT 
CAGAGGG CTCCAGCCCT AGTGTC 
AGGT CCCCACCGCC 60 

[El] ^ffim©©lc«EV>fr&fc>nfc, #'Jfn-t 

ftfr£SDS-PAGE©¥£Tifc*. 
[0 2] %1M 3 OOfcttttfr&fcnfc. #U?n-:J- 
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